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DETAILED ACTION 

The examiner acknowledges receipt of Applicant's Remarks and Claim 
amendments, filed on 19 May 2009. 

Claim Status 

Claims 1,8-10 and 13-20 are pending. Claims 2-7 and 11-12 are cancelled. 
Claims 1 , 8, 1 3, 1 7, 1 8 and 1 9 are amended. Claims 1,8-10 and 1 3-20 are under 
examination. 

Priority 

This application claims benefit from as a 371 of PCT/EP04/14097 (filed 
12/10/2004). In addition, the application claims benefit from foreign application 
GERMANY DE 103 58 407.2 (filed 12/11/2003). The instant application has been 
granted the benefit date, 10 December 2004, from the application PCT/EP04/14097. 

RESPONSE TO ARGUMENTS 
35 USC §112, 2 nd 

The rejection of claims 11-12 under 35 USC 1 1 2, 2 nd paragraph is withdrawn in 
response to the applicants claim amendments. The applicant's claim amendments 
have been fully considered and are persuasive. The applicant has cancelled claims 11- 
12. Therefore, the rejection is moot. Therefore, the examiner hereby withdraws the 
rejection of claims 11-12 under 35 USC 112, 2 nd paragraph. 
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35 USC § 112, 1 st (enablement) 

The rejection of claims 11-12 under 35 USC 112, 1 st paragraph is withdrawn in 
response to the applicants claim amendments. The applicant's claim amendments 
have been fully considered and are persuasive. The applicant has cancelled claims 11- 
12. Therefore, the rejection is moot. Therefore, the examiner hereby withdraws the 
rejection of claims 11-12 under 35 USC 112, 1 st paragraph. 

35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

The rejection of claim 13 under 35 U.S.C. 102(b) as being anticipated by Morris 
(WO2003/039484, published 15 May 2003) is withdrawn in response to the applicant's 
claim amendments. However, claims 18-20 remain rejected under 35 U.S.C. 102(b) 
as being anticipated by Morris (WO2003/039484, published 15 May 2003) for the 
reasons of record and the comments below. 

The applicant's arguments and claim amendments have been fully considered 
and are partially persuasive. The applicant has amended the claim 13 so that scope of 
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the instant claims cannot be interpreted as merely a dinucleotide. Therefore, instant 
claim 13 is not anticipated by Morris. 

However, although claims 18-20 have been amended, the scope of these claims 
can still be interpreted as being anticipated by the sequences of Morris. The examiner 
apologizes to the applicant for seeming to contradict himself. In the previous action, the 
examiner indicated that if amended as instructed (1/23/2009, page 12), the claim 
language of claims 18-20 would be satisfactory to overcome the pending 35 USC 102 
rejection. However, after discussion with the examiner's supervisor, the examiner was 
instructed to maintain the pending rejection. The examiner has included a copy of the 
TC1600 memo regarding interpreting claim language directed to sequences having 
SEQ ID NOs. The examiner's supervisor has suggests that because the instant claims 
have not conformed to the narrow claim language format as described in the TC1600 
memo, that the claims will be giving an interpretation that reads on any portion of the 
SEQ ID NOs described in claim 18. Accordingly, the applicant's claim amendments and 
arguments are unpersuasive. 

Therefore, the examiner hereby withdraws the rejection of claim 13 under 35 
U.S.C. 102(b) as being anticipated by Morris (WO2003/039484), but maintains the 
rejection of claims 18-20 under 35 U.S.C. 102(b) as being anticipated by Morris. 

The examiner reiterates the pending rejection: 

Claims 18-20 are rejected under 35 U.S.C. 102(b) as being anticipated by Morris 
(WO2003/039484, published 1 5 May 2003). Morris teaches SEQ ID NO:1 6, an 
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isolated nucleic acid comprising a portion of instant SEQ ID NO:1 encompassing the 
dinucleotide "CC." 

The instant claims recite "an isolated nucleic acid having wherein the sequence 
is at least 90% identical to SEQ ID NO:1 ." According to Technology Center 1600 
procedure the examiner is instructed to interpret this type of claim language broadly: 
Claim language such as claim 18 encompasses nucleic acids that comprise the full- 
length sequence of SEQ ID NO: 1 or any portion of SEQ ID NO: 1 . This claim is 
anticipated by any nucleic acid comprising any dinucleotide or larger oligonucleotide 
which is a portion of SEQ ID NO:1 . 

If the claim 18 were amended to recite "An isolated nucleic acid comprising 
wherein the nucleic sequence having 4s at least 90% sequence identity identical to 
SEQ ID NO:1 or SEQ ID NO:2," the examiner would interpret the claims to encompass 
only nucleic acids that comprise 90% identity to the full length of SEQ ID NO: 1 (or SEQ 
ID NO:2), with or without additional nucleotides at either or both ends. It is also 
suggested that claim 19 be amended in a similar way. This claim language would 
overcome the pending 102 rejection based upon anticipation by Morris. 
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35 USC 112, 1 st paragraph (written description) 

The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1, 8-12, and 14-17 remains rejected under 35 USC 112, 1 st paragraph 
(written description) for the reasons of record and the comments below. 

The applicant's claim amendments and arguments have been fully considered 
but are unpersuasive. 

The applicant has argued that the written description issues regarding the 
pending claims resemble Example 1 1 B from the Written Description Guidelines (March 
25, 2008, Revision 1 ). The examiner had made comparisons of the instant claims to 
Example 1 1 A. The main difference between the two Written Description Guideline 
Examples is that in the case of Example 1 1 A, the activity of the polypeptide encoded by 
the nucleic acid was not known , while in the case of Example 1 1 A, the activity of the 
polypeptide encoded by the nucleic acid was known . The applicant has essentially 
argued that since SEQ ID NO:1 , 2 and 4 are sequences which have been demonstrated 
as having anti-apoptotic activity, these sequences have a known activity. Therefore, a 
skilled artisan would conclude that the applicant would be in possession of sequences 
having 90% identity to SEQ ID NO:1, 2, and 4 and which have anti-apoptotic activity, 
because the "core sequences" of SEQ ID NO: 1 , 2, and 4 are known. Furthermore, the 
applicant presents arguments where portions of the specification demonstrate that the 
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applicant was aware of domains which are conserved in their anti-apoptotically active 
nucleic acid sequences. 

Applicants' arguments have been fully considered but are not persuasive. In the 
instant case, the SEQ ID NO:1, 2, and 4 are completely synthetic and were unknown in 
the art at the time of filing. Upon review of homology searches, the sequences have no 
known homology to anti-apoptotically active molecules, or any significant homology with 
any known sequence. In the instant case, the three specific sequences were identified 
through a screening procedure. The present specification provides no guidance nor 
description to any rational in design or a comparison of these sequences that were 
identified, therefore the skilled artisan would not know what rational approach to take to 
make modifications with any predictable outcome on the function. It is noted that the 
applicant is not required to indicate how the sequences were generated. Furthermore, 
the applicant is not required to provide a mechanism of action of these aptamers. 
However, since the sequences are novel and there is no known similarity to molecules 
having a similar function, the art provides no basis for a link between the structure and 
function, and fails to provide adequate description for any modification of a sequence 
and maintaining it's function beyond the sequences disclosed. Therefore, it is 
incumbent on the applicant to provide this nexus, in order to be given credit for 
possession of a larger genus of molecules related to these individual species. 
Otherwise, the Written Description guidelines suggest that the applicant is entitled to 
only the species specifically recited as having this activity. The examples in the Written 
Description guidelines are more similar to those involving discovery of new EST or 
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genes encoding a novel enzyme. The applicant has suggested that known domains are 
conserved between the few examples of anti-apoptotically active nucleic acids provided 
in the specification. The applicant has stated that the "core sequence" of SEQ ID NO:1 , 
2, and 4 is SEQ ID NO:3 (Remarks, filed 5/19/2009, page 6, lines 24-26). In addition, 
the applicant has stated that over 40% of the entire sequence of SEQ ID NO:2 
encompasses Helix H1, which the applicant indicates is "important to activity" (Remarks, 
page 7, lines 3-6). In addition, the applicant indicates that mutation in Helix F may be 
tolerated [and presumably retain anti-apoptotic activity] (clause inserted by examiner). 
Nevertheless, because of the novelty of these sequences and the lack of specific 
teachings linking structure to its function, the examiner concludes that the specification 
does not reasonably convey to a skilled artisan that the inventor has possession of the 
claimed subject matter at the time of filing. 

Therefore, claims 1, 8-12, and 14-17 remain rejected under 35 USC 112, 1 st 
paragraph (written description). 

The examiner reiterates the pending rejection: 

Claims 1, 8-12, and 14-17 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. 

The instant claims encompass a genus of nucleic acids having at least 80% to 
identity to SEQ ID NO:1-2 and having anti-apoptotic activity of at least 70%, 80%, 90% 
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and 95% inhibition. Under the new Written Description Guidelines (March 25, 2008, 
Revision 1 ) the examiner is directed to determine whether one skilled in the art would 
recognize that the applicant was in possession of the claimed invention as a whole at 
the time of filing. The following considerations are critical to this determination: 

a. Actual Reduction to Practice. In the instant case, the specification shows 
two embodiments, SEQ ID NO:2 (aptamer 89) and SEQ ID NO:4 (aptamer 89-2) which 
are reduced to practice. Both of these sequences showed anti-apoptotic activity in 
assays provided in the specification (Examples 6-7, Table 2). 

b. Disclosure of structure. The applicant has provided sequence listings of 
SEQ ID NO:1 (DNA), SEQ ID NO:2 (RNA) and SEQ ID NO:4 (RNA). SEQ ID NO:2 (66 
nucleotides) and SEQ ID NO:4 (58 nucleotides) share a core structure which is 100% 
identical for 53 contiguous nucleotides. Additionally, with the help of a computer, a 
skilled artisan could identify all nucleic acids which are at least 80% identical to the full 
length sequence of SEQ ID NO:1 or 2. However, neither the specification nor the art 
indicate a relationship between the structure of the claimed genus of nucleic acids and 
the recited anti-apoptotic activity. In particular, there is no indication in the art or 
specification as to the effect of varying up to 20% of the nucleic acids of the claimed 
genus of isolated on the anti-apoptotic function of the nucleic acids that are not 100% 
identical to SEQ ID NO:1, 2, or 4. 

c. Sufficient relevant identifying characteristics. As mentioned in "b" above, 
the complete sequence of SEQ ID NO:1 , 2, and 4 are provided. Furthermore, the 
functional characteristics of these sequences have been demonstrated in Examples 6-7 
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(Spec, pages 17-18). These sequences demonstrate anti-apoptotic activity. The 
specification indicates, "Anti-apoptotically active, in the sense of the present invention, 
means that the corresponding substance in the inhibition test according to Example 6, 
causes an inhibition index of at least 50%, preferably at least 60%, especially preferably 
at least 70%, even more preferably at least 80%, even more preferably still at least 90% 
and most preferably of all at least 95 % in relation to the control with TSP-l-induced 
apoptosis." (page 6, line 28 to page 7, line 2). Because of the specification's description 
of assays for testing anti-apoptotic activity and the specification's narrow definition of 
the activity being measured in Examples 6-7, it seems that a skilled artisan would be 
clearly able to test a genus of polynucleotides having at least 80% identity to SEQ ID 
NO:1-2. 

However, based on the new written description guidelines, the examiner should 
conclude that the applicant was not in possession of the claimed genus of isolated 
nucleic acids based on disclosure of the limited species of SEQ ID NO:1 , 2 or 4. SEQ 
ID NOs: 2 and 4 were found to have anti-apoptotic activity. SEQ ID NO:2 (66 
nucleotides) and SEQ ID NO:4 (58 nucleotides) share a core structure which is 100% 
identical for 53 nucleotides. The difference between SEQ ID NO:2 and SEQ ID NO:4 
occurs in the 13 bases at the 3' end of the molecules. Therefore, the entire analysis of 
which portions of SEQ ID NO:2 which can be varied and maintain anti-apoptotic activity 
was performed on the 20% of SEQ ID NO:2 which is located in the 3' end. The breadth 
of the claims encompasses alterations throughout the molecule. Therefore, the 
examiner concludes there is limited description of the structure-function relationship 



Application/Control Number: 10/582,279 Page 1 1 

Art Unit: 1633 

between nucleic acid molecule having at least 90% identity to SEQ ID NO:2 and their 
anti-apoptotic activity and the examiner further concludes a skilled artisan would find the 
specification inadequately describes the nucleic acids encompassed by the claimed 
genus. 

In the instant case, the SEQ ID NO:1 , 2, and 4 were unknown to the art and have 
no known homology to anti-apoptotically active molecules. The applicant is not required 
to indicate how the sequences were generated. Furthermore, the applicant is not 
required to provide a mechanism of action of these aptamers. Upon review of 
homology searches, the sequences have no known homology to anti-apoptotically 
active molecules, or any significant homology with any known sequence. In the instant 
case, the three specific sequences were identified through a screening procedure. The 
present specification provides no guidance nor description to any rational in design or a 
comparison of these sequences that were identified, therefore the skilled artisan would 
not know what rational approach to take to make modifications with any predictable 
outcome on the function. However, since the sequences are novel and there is no 
known similarity to molecules having a similar function, the art provides no basis for a 
link between the structure and function. Therefore, it is incumbent on the applicant to 
provide this nexus, in order to be given credit for possession of a larger genus of 
molecules related to these individual species. Otherwise, the Written Description 
guidelines suggest that the applicant is entitled to only the species specifically recited as 
having this activity. The examples in the Written Description guidelines which are 
applicable to the instant application are those involving discovery of new EST 
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sequences or to genes encoding a novel enzyme. The applicant has suggested that 
known domains are conserved between the few examples of anti-apoptotically active 
nucleic acids provided in the specification. The applicant has stated that the "core 
sequence" of SEQ ID NO:1 , 2, and 4 is SEQ ID NO:3 (Remarks, filed 5/1 9/2009, page 
6, lines 24-26). However, this is not reflected in the claims. In addition, the applicant 
has stated that over 40% of the entire sequence of SEQ ID NO:2 encompasses Helix 
H1 , which the applicant indicates is "important to activity" (Remarks, page 7, lines 3-6). 
In addition, the applicant indicates that mutation in Helix F may be tolerated [and 
presumably retain anti-apoptotic activity] (clause inserted by examiner). Nevertheless, 
because of the novelty of these sequences and the lack of specific teachings linking the 
nucleic acid's structure to its function, the examiner concludes that the specification 
does not reasonably convey to a skilled artisan that the inventor has possession of the 
claimed subject matter at the time of filing. 

d. The method of making the claimed invention is not well established. While 
a computer can generate the range of sequences encompassed by the structural 
limitations of the claims, a skilled artisan would not know how to modify SEQ ID NO:1, 2 
and 4 to maintain the claimed function. Furthermore, the dependent claims 9-10 
contains limitations about the activity level. Which modifications can accomplish this 
alteration if activity is not transmitted to a skilled artisan by the specification. 

e-f. The level of skill in the art, and the predictability in the art are all well 
established and/or very predictable to a skilled artisan, with regard to generating the 
genus of polynucleotides having at least 90% to SEQ ID NO:1 or 2. Likewise, screening 



Application/Control Number: 10/582,279 Page 13 

Art Unit: 1633 

such a genus would be easy for a skilled artisan. However, predicting which 
nucleotides can be varied from SEQ ID NO:1 or 2 and still retain anti-apoptotic activity 
would be unpredictable, based on the state of the art and the instant application. 

Therefore, the examiner concludes that there is insufficient written description of 
the instantly claimed genus. 



Allowable Subject Matter 

SEQ ID NO:1 , 2 and 4 are free of the art. 

In addition, the Specification indicates that "the object of the present invention is 
to provide substances which can inhibit a TSP-1 induced apoptosis of eukaryotic cells" 
(page 4, lines 20-21). Accordingly, the examiner searched human Thrombospondin-1 
(TSP-1 ) for sequences homologous to instant SEQ ID NO:1 , 2, 3, and 4. The human 
TSP-1 mRNAdoes not contain any sequences homologous to SEQ ID NO:1-4. 
Therefore, the examiner concludes that the claimed sequences are not merely 
antisense nucleic acids derived from human Thrombospondin-1 sequence. This 
provides further evidence that the claimed sequences are not obvious. 

In addition, the examiner requested an "oligo" search for SEQ ID NOs: 1 , 2 and 
4. There were no results from this sequence search that satisfied the limitations of 
claim 13. 
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Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Claim 13 is allowed. Claims 1, 8-10 and 14-20 are rejected. 
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Examiner Contact Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Scott Long whose telephone number is 571-272-9048. 
The examiner can normally be reached on Monday - Friday, 9am - 5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on 571-272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/SDL/ Scott Long 

Patent Examiner, Art Unit 1633 

/Janet L. Epps-Smith/ 

Primary Examiner, Art Unit 1633 



